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Data of mailing 
(day/month/year) 
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Applicants or agent's file reference 
PR60351WO 



FOR FURTHER ACTION see paragraphs 1 and 4 below 



international application No. 
PCT/US2004/024308 



International filing date 

(dayfmonthfyear) 27/07/2004 



Applicant 



SMITHKLIHE EEECHAM CORPORATION 



1x1 Tr * applicant is hereby notified that the international search report and the written opinion of fte international Searching 
Autnot ity n jve been established and are transmitted herewith. 

Filing, of amendments and statement under Article 19: 

Tn* au>«ant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 
When? The time limit tor Itfing such amendments Is normally 2 months from the date of transmittal of the 
international Search Report; however, tor more details, see the notes on the accompanying sheet. 

Where? Onocfly to the International Bureau of WIPO, 34 chemln des QolombetteS 

121 1 Geneva 20, Switzerland. Fascimile No.: (41-22) 740.14.35 
fo* more tfe tailed Instructions, see the notes on the accompanying sheet 



t a«*c unr is hereby notified thai no international search report will be establ ished and that the declaration under 
* tn *- s - • ; ^ a to that effect and the written opinion of the International Searching Authority are transmitted herewith. 



□ 

3 Li w,th r »v ,rd to ■* protest against payment of (an) adoltionai fee(s) under Rule 40.2, the applicant is notified that 

HI w*** together with the decision thereon has been transmitted to the international Bureau together with the 
<C ant s request to forward the texts of both the protest and the decision thereon to the designated Offices. 

r ; ,y - been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4 Remmttofft 

SrorSy tru- «» ■ pi ration ol 1 & months from the priority date, the International application will be published by the 
tnt^ruibcn.1! Bun-au if the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international 
afciMKLjJion ot ot n** priority daim, must reach the International Bureau as provided in Rules 90^.1 and 90P&3. respectively, 
l*-ioi* &*• comp»ot»on of the technical preparations for international publication. 

Tn* ;in*-*int may sotxnit comments on an Informal basis on the written opinion of the international Searching Authority to the 
intt-f nanorkji Bvw*au The international Bureau will send a copy of such comments to all designated Offices unless an 
international piehmirwy examination report has been or is to be established. These comments would also be made available to 
me public but not botoro the expiration ol 30 months from the priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand lor international preliminary 
examination must oe filed if the applicant wishes to postpone the entry Into the national phase until 30 months from the priority 
date <m some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescribed 
acts for entry mto the national phase before those designated Offices. 

in respect ot other designated Offices, the time limit of 30 months (or later) win apply even if no demand is filed within 19 
months. 

See the Annex to Form PCT/iB/so 1 and. for details about the applicable time limits, Office by Office, see the PCT Applicant's 
Guide. Volume H . National Chapters and the WIPO Internet site. 





Name and mailing address Of the International Searching Authority 

<v European Patent OHIce, P.B. 581 8 Paten ttaan 2 
J?ft NL-2280 HV Rl|swijk 
% S/Jf T * r - (+31-70) 340-2040. Tx. 31 651 epO nl, 
-~ £ Pax: (+31 -70) 34O-3016 


Authorized officer 

Angela Lopez Navarro 
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NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic Bistiuctkme conoemmg the filing of Amendment! under article 19. The 
Notes ere based on the requirements o! the Patent Cooperation Treaty, the Regulations and the Administrative Instruction* 
under that Treaty. In case of discrepancy between these Notes and those requirements, the letter are eppJioabre. For more 
detailed information, see also the POT Applicant's Guide, a pubficAbon of VYIPO. 

In these Notes, "Article 4 , •Rule*, and "Section" rotor to tho provisions of the POT. the POT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application, ft should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 1 9 except where, e.g. the applicant wants the latter to be pub&shed 
for the purposes of provisional protection or has another reason for amending the claims before intemattonai pbuNcatron 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What pans of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase , the dajme may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable. Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time fenst expires later. It should bo noted, however, that the amendments wiD be oonsidered 
as having been received on time if they are received by the international Bureau after the expiration of the 
applicable time limit but before the completion of tho technical preparations for jnterrtatbnal publication 
(Rule 46-1), 



Where not to fUe the amendments? 

The amendments may only be fled with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been As filed, see below. 



Either t> y cancelling one or more entire claims, by adding one or more new claims or by amending the text of 
one or more of the oiaims as filed. 

A replacement sheet must be submitted for each sheet of the claims which , on account of an amendment or 
amenoments, differ* from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
oanoelled, no renumbering of the other claims is required. In all cases where deima are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language in which the international application la to be published. 



What documents must/may accompany the amendments? 
Utter (Section 206(b)): 

The amendment* must be submitted with a letter. 



The letter wfll not be published with the international application and the amended claims. It should net he 
confused with the 'Statement under Article 1 9(1)' (see below, under ■Statement under Article 19(1)-). 

The letter must be In English or French, at the cneice of the applicant However, If the language of the 
International application Is English, the letter must bo In English; H the language of the International application 
la French, the latter must be In French. 



Notes to Form PCT/IS A/220 ( first sheet! Manu&rv 



Express Mail Label No. 
EV 332064765 US 



NOTES TO FORM PCT/ISA/220 (continued) 



Tha latter muftt indicate the differences between the claims at tiled and the claims OA amended. It must, in 
particular, incScate, in oonnootion with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be gfoupeo),wbether 

Q the claim b undiangad; 

00 the claim b cancelled; 

(hi) the daim ts new; 

(rv) the daim replaces one or more deima as fled; 

(v) the claim is the result of the drvioion of a daim aa filed. 



Tha foU owing examples I Ku strata the manner In which amendments must be explained In the 
accompanying letter: 

1 . (Where originaBy there were 48 claims and after amendment of some claims there are 5 1 ]; 
•Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the earns numbers; 
claims 30, 33 and 38 unchanged; new claims 49 to 51 added * 

2. (Where originally mere were 15 claims and after amendment of all daSma mere are 111: 
■Claims 1 to 15 replaced by amended claims 1 toll.' 

3. [Where origin ofty there were 14 claims and the amsndments consist in cancelling some claims and in adtfng 
new claims]: 

■Claims 1 to 6 and 1 4 unchanged; claim* 7 to 1 3 canceled; new daama 1 5 t 1 6 and 1 7 added." or 
-Claims 7 to 13 cancelled; new clams 1 5. 16 and 17 added; all other claims unchanged * 

4. [Where various kinds of omenoVnente are made]: 

■Claims 1-10 unchanged; daima 11 to 13, 18 and 19 cancelled, claims 1 4, 15 and 16 replaced by amended 
daim 1 4; olacn 17 eubdrvktod into amended daima 1 5, 16 and 1 7; new claims 20 and 21 added." 



-Statement under article 19(1)" (Rule 45.4) 

Ths amendments may be araximpamed by a statement explaining the amendments and indicating any impact 
"St •"J*^ m * ntB nMght have on the description and the drawings (which cannot be amended under 



The statement wfll be published with the international eppEcetion and the amended claims, 
ft must be In the language In which the tn tarnation a! apppftcatlon la to be published. 
It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be contused with and does not replace the letter incficating the oSnerenoes between the daima 
as filed and as amended. It muat be filed on a separate sheet and must be identified as euoh by a heading, 
preferably by using the words "Statement under Article 1 9(1 

It may not contain any disparaging oomments on the international search report or the relevance of citation* 
contained m that report. Reference to citations, relevant to a given daim, contained in the international aearch 
report may be made only in connection wfth an amendment of that olaim. 



Consequence If a demand for International preliminary examination has already been died 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amencmems with the 
international Bureau, also ile a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 6^2(a), first sentence). 



Coneequence with regard to translation of the mternatlonaf application for entry into the national phase 

Jbm applicant* attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 1 9 may have to be furnished to the design at ecVWected Offices, stetead of. or 
si addition to, the tranalatkin of the daims as filed- 

G^d* rth * r d ** i,t on raqyfrwnents of each deatgnated/elected Office, see Volume II of me PCT Applicant* 



Notes to Form PCT713A/22Q ( second ahaatWJaniJw igqa* 
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patent cooperation treaty 

PCT 



INTERNATIONAL search report 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
PR60351WO 


FOR FURTHER see Form PCT/1S/V220 

ACTION 05 wetl a3 » where applicable, Item 5 below. 


International application Mo. 
PCT/US2004/024308 


International f iling date (day/month/year) 
27/07/2004 


(Earliest) Priority Date (dzyftnonth/year) 
28/07/2003 


Applicant 

SMITHKLINE BEECHAM CORPORATION 



This international Search Report has been prepared by mis international Searching Authority and is transmitted to the applicant 
according to Article 1&. A copy Is being transmitted to the International Bureau, 



. sheets. 



This International Search Report consists of a tola) of _7 „ _ 

fx] It Is also accompanied by a copy of each prior art document cited In this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the International application In the 
language in which it was filed, unless otherwise indicated under this Item. 

PI The International search was carried out on the basis of a translation of the international application furnished to 
this Authority (Rule 23.1(b)). 

b. Q With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 
□ Certain claims were found unsearchable (See Box II). 
C~l Unity of invention Is lacking (see Box III). 



With regard to the title. 

I | the text is approved as submitted by the applicant 

\x] the text has been established by this Authority to read as follows: 

CYCLOALKYLIDENE COMPOUNDS AS MODULATORS OF ESTROGEN RECEPTOR 



5. With regard to the abstract, 

I ] the text is approved as submitted by the applicant 

fx! the text has been established, according to Rule 38.2(b), by this Authority as It appears In Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report submit comments to this Authority. 



6. With regard to the drawings. 

a. me figure of the drawings to be published with the abstract is Figure No. 

I I as suggested by the applicant 

l~l as selected by this Authority, because the applicant failed to suggest a figure. 
_ D a$ **lecied b Y 10,8 Authority, because this figure better characterizes the invention, 
j b. Q none of the figures Is to be published with the abstract. 

Form PCT/ISA/210 (first sheet) (January 2004) 

Express Mail Label No. 
EV 332064765 US 



INTERNATIONAL SEARCH REPORT p W/TO 20Woa4»08 

Box No. IV Text of the abstract (Continuation of Kern 5 of the first sheet) 



The present invention relates to novel compounds with a variety of 
therapeutic uses, more particularly novel substituted cyclic alkylidene compounds 
that are particularly useful for selective estrogen receptor roodutaBon. 




5 including sails, solvates, and pharmacologically functional derivatives thereof 
wherein 
. R 1 is OH; 

each of R 2 and R 4 independently are selected from OH, alkyl, or halogen; 
each of p and q independently are selected from 0, 1 , or 2; 
10 R 3 is-OVR fl ; 
zlsOoM; 

Y is -C»C- or -CR^R'-;. 

X is ~(CH 2 ) 0 - where n is 0, 1; 2, or 3 f -qRV. -O-. or-S-l 



Form PCT/ISAA210 (continuation of first sheet (3)) (Jfuiuaiy 2004) 
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• ' I PCT/US2004/024308 

A. ClASSIRCATION OF SUBJECT MATTER 

IPC 7 C07C59/72 C07C235/34 C07D207/333 C07D335/02 C07D211/60 

C07D309/22 C07C233/25 C07C43/295 C07F9/142 C07C317/22 

A61K31/192 A61K31/165 A61K31/40 A61K31/382 A61K31/44 

According lo International Patent Classification (IPC) or lo both national classification a nd IPC _ 

B. FIELDS SEARCHED 

Minimum documentation searched (dassfflcatlon system followed by classification symbols) 

IPC 7 C07C C07D C07F 



Documentation searched otticr than minimum documentation lo the axiom thai audi documents a re included in the fid Ids search od 



ttectromcdats base consulted during Ihu friternalional search (name of data base and, where practical, search terms used) 

EPO-Internal, CHEM ABS Data, BEILSTEIN Data, WPI Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Caatton ot document wRh indication, wnoro appropriate, ot the relevant passages 



Relevant lo claim No. 



MUTHYALA ET AL.: "Bridged Bicyclic Cores 
Containing a 1,1-Diarylene Motif Are 
H1gh-Aff1Mty Subtype-Selective Llgands 
for the Estrogen Receptor" 
J MED CHEM, 

vol. 46, 4 February 2003 (2003-02-04), 
pages 1589-1602, XP002313260 
see table 1 esp. compound 9 

-/- 



1-24, 
28-38 



Further documents are listed In mc continuation of box C. 



Patent family members are listed In annex. 



♦ Special categories of cited documonls : 

*A" document definmg the general Slate 01 trie art which is not 
considered to be of particular relevance 

•E' earter document but pUDUshod on or after the international 
filing date 

'I ■ document which may throw doubts on priority ctatm(s) or 
wtiich is cted to estabish the puttcatton dale of another 
citation or otter special reason <as specified) 

•O* document referring to an oral disclosure, use. exhibition or 
other moans 



T later document published after the international fling date 
or priority dale and not In conmcl with the application but 
cried to understand me prlncfpk) or theory underlying the 
Invention 

*X" documont of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered lo 
involve an mventive step when the document Is taken atone 

*Y* document or particular rclovanco: Ihe claimed invention 
cannot be considered to involve an Inventive step when the 
documonl Is combined with one or more other sucn docu - 
ments, such combination being obvious lo a person skilled 
in the art. 



Dale of the acluaf completion ot tnc International search 

13 January 2005 


Dale d mailing of (he international search report 

27/01/200S 


Name and mailing address of the ISA 

European Paieffl Omce. P.B. 5618 Palentlaan 2 

NL - 2260 HV Rqswqk 
TeL (*31 -70) 340 2040. Tjl 31 651 epo nL 
Fax: (+31-70)340-3016 


Authorized ofilcor 

Goetz, 6 j 
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C.(ContlnuCrUon) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category * 


Citation ol document, wtth indication, where appropriate, ot (tie relevant passages 


Relevant to claim Ncx 


X 


DATABASE CA 'Online! 

CHEMICAL ABSTRACTS SERVICE, COLUMBUS, 

OHIO, US; 

GILBERT, JACQUES ET AL: "Inhibition of 

prostaglandin synthetase by di- and 

tr1 phenyl ethylene derivatives: a 

structure-activity study" 

XP002313261 

retrieved from STN 

Database accession no. 98:154902 

see RN 84836-29-3 

abstract 

& JOURNAL OF MEDICINAL CHEMISTRY , 26(B), 
693-9 CODEN: JMCMAR; ISSN: 0022-2623, 
1983, 


1-24, 
28-32 


X 


DATABASE CA 'Online! 

CHEMICAL ABSTRACTS SERVICE, COLUMBUS , 

OHIO, US; 

JENDRALLA, H. ET AL: "Synthesis and 
biological activity of new HMG-CoA 
reductase inhibitors. 3. Lactones of 
6-phenoxy-3 , 5-d1 hydroxyhexanol c ad ds " 
XP002313262 
retrieved from STN 
Database accession no. 115:183017 
see RN 136007-91-5 

3D S L P a^r 

& JOURNAL OF MEDICINAL CHEMISTRY , 
34(10), 2962-83 CODEN: JMCMAR; ISSN: 
0022-2623, 1991, 


1-24, 
28-32 


X 

Pmm OTTJIQA/) 


US 3 287 397 A (ALFRED WAHLSTAM HANS ERIK 
ET AL) 22 November 1966 (1966-11-22) 
examples 3,9,12 


1-24, 
28-32 
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international Application No. PCT/US2004 /024308 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box II. 1 

Although claims 36 to 38 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 



Continuation of Box II. 2 
Claims Nos. : 27 



see Rule 6.2 a) 

The applicant's attention 1s drawn to the fact that claims relating to 
Inventions in respect of which no international search report has been 
established need not be the subject of an International preliminary 
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO 
policy when acting as an International Preliminary Examining Authority 1s 
normally not to carry out a preliminary examination on matter which has 
not been searched. This is the case irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds into the regional phase 
before the EPO, the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI, 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome. 
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INTERNATIONAL SEARCH REPORT 



^national application No. 
PCT/US2004/024308 



Box 11 Observations where certain claims were found unsearchable (Continuation of Hem 2 of first sheet) 



This international Search Report has not been established in respect of certain claims under Article I7(2)(a) for the following reasons: 



1. [jx] Claims nos.: 27 

because they relate to Subject matter not required to be searched by this Authority, namely: 

Although claims 36 to 38 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. 2] Claims nos.: 27 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful international Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. Claims Nos.: 

because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a). 
Box III Observations where unity of invention is lacking (Continuation of Kern 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . f H As all required adoltlonai search fees were timely paid by the applicant this international Search Report covers an 

1 — 1 searchable claims. 

2- As all searchable claims coukJ be searched without effort Justifying an additional fee. this Authority did not Invito payment 

— of any additional fee. 7 * 7 7 



3. I I As only some of the required additional search fees were timely paid by the applicant, this international Search Report 
1 ' covers only those claims for which fees were paid, specifically claims Nos.: 



4 EH No required additional search fees were timely paid by the applicant Consequently, this international Search Report is 
restricted to the Invention first mentioned In the claims; It Is covered by claims Nos,: 



Remark on Protest | | The ackfitional search fees were accompanied by the appficanfs protest. 

| | No protest accompanied the payment of additional searcn fees. 
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Inf ormStlon on patent family members 



PCT?US2004/024308 



Patent document 
cited In search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



US 3287397 



22-11-1966 



GB 
CH 
CH 
DK 
FI 
SE 



971908 A 
470331 A 
466266 A 
125082 B 
40164 B 
307784 B 



07-10-1964 
31-03-1969 
15-12-1968 
27-12-1972 
31-07-1968 
20-01-1969 



Frtim PftTAAA/9wi tr> 
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